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LI ANSWER 1 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 474444-80-9 REGISTRY 

CN L-Serine, L-histidyl-L-seryl-L- . alpha . -aspartylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 4: PN: WO02085406 SEQID: 7 unclaimed protein 
CI MAN 
SQL 39 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 137:34 6934 

LI ANSWER 2 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 437134-20-8 REGISTRY 

CN 8: PN: WO0246227 SEQID: 9 unclaimed protein (9CI) (CA INDEX NAME) 
CI MAN 
SQL 39 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 137:28591 

LI ANSWER 3 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 421042-94-6 REGISTRY 

CN L-Serine, L-histidyl-L-seryl-L- . alpha . -aspartylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 2: PN: WO0234285 SEQID: 7 unclaimed protein 
CI MAN 
SQL 39 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-34 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
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'REFERENCE 1: 136:350560 

LI ANSWER 4 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 309729-82-6 REGISTRY 

CN Exendin 3 (Heloderma horridum) , 39a- [N6- [21- ( 2 , 5-dihydro-2 , 5-dioxo- 

lH-pyrrol-l-yl) -1, 10, 19-trioxo-3, 6, 12, 15-tetraoxa-9, 18-diazaheneicos- 
1-yl] -L-lysinamide] -, pentakis ( trif luoroacetate ) (salt) (9CI) {CA 
INDEX NAME) 

OTHER NAMES: 

CN 38: PN: WO0069911 PAGE: 71 claimed sequence 
SQL 40 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

* *RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

LI ANSWER 5 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 309729-80-4 REGISTRY 

CN Exendin 3 (Heloderma horridum), 39a- [N6- [2 1- ( 2 , 5-dihydro-2 , 5-dioxo- 

lH-pyrrol-l-yl) -1, 10, 1 9-trioxo-3, 6, 12, 15-tetraoxa-9, 18-diazaheneicos- 
1-yl] -L-lysinamide] - (9CI) (CA INDEX NAME) 

CI COM, MAN 

SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

LI ANSWER 6 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 309257-17-8 REGISTRY 

CN 194: PN: WO0069900 SEQID: 373 unclaimed protein (9CI) (CA INDEX 

NAME) 
CI MAN 
SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 
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HITS AT: 1-34 
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REFERENCE 1: 134:21425 

LI ANSWER 7 OF 13 REGISTRY COPYRIGHT 2003 ACS 
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CN L-Lysine, L-histidyl-L-seryl-L- . alpha . -aspartylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutaiuyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl-L-seryl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 19: PN: WO0069911 SEQID: 19 claimed protein 
CI MAN 
SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 

LI ANSWER 8 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 308249-28-7 REGISTRY 

CN Exendin 3 (Heloderma horridum) , 39a- [N6- [ 15- (2, 5-dihydro-2, 5-dioxo- 
lH-pyrrol-l-yl ) -1, 7, 13-trioxo-3, 9-dioxa-6, 12-diazapentadec-l-yl] -L- 
lysinamide] -, pentakis ( trif luoroacetate ) (salt) (9CI) (CA INDEX 
NAME) 

SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

* PRELATE D SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

** RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:21425 

LI ANSWER 9 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 308249-20-9 REGISTRY 



Searcher : Shears 308-4 994 
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CN Exendin 3 (Heloderma horridum) , 39a- [N6- [ 15- (2, 5-dihydro-2, 5-dioxo- 
lH-pyrrol-l-yl) -1,7, 13-trioxo-3, 9-dioxa-6, 12-diazapentadec-l-yl] -L- 
lysinamide]- (9CI) (CA INDEX NAME) 

CI COM, MAN 

SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

LI ANSWER 10 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 308249-19-6 REGISTRY 

CN Exendin 3 (Heloderma horridum), 39a- [N6- [3- (2, 5-dihydro-2, 5-dioxo-lH- 
pyrrol-l-yl) -1-oxopropyl ] -L-lysinamide] -, pentakis ( trif luoroacetate ) 
(salt) (9CI) (CA INDEX NAME) 

OTHER NAMES: 

CN 35: PN: WO0069911 PAGE: 68 claimed sequence 
SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:21425 
REFERENCE 2: 134:13338 

LI ANSWER 11 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 308245-55-8 REGISTRY 

CN Exendin 3 (Heloderma horridum), 39a- [N6- [3- (2, 5-dihydro-2 , 5-dioxo-lH- 

pyrrol-l-yl) -1-oxopropyl] -L-lysinamide]- (9CI) (CA INDEX NAME) 
CI COM, MAN 
SQL 4 0 

SEQ 1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPSK 



HITS AT: 1-34 

**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 134:13338 
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LI ANSWER 12 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 306277-48-5 REGISTRY 

CN L-Serine, L-histidyl-L-seryl-L- . alpha . -aspartylglycyl-L-threonyl-L- 
phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L-seryl- 
L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl- (9CI) (CA INDEX NAME) 

OTHER NAMES: 



CN 
CN 
CN 
CN 
CN 
CN 
CN 
CI 
SQL 

SEQ 



11: PN: WO0069911 SEQID: 11 claimed protein 
185: PN: WO0069900 SEQID: 364 unclaimed protein 



1 

2 
3 
3 
5 
MAN 
39 



PN: WO0151078 SEQID 

PN: WO0066138 PAGE: 

PN: US6284725 SEQID 

PN: WO0066142 TABLE 

PN: WO0077039 TABLE 



1 unclaimed protein 

13 unclaimed protein 

7 unclaimed protein 

1 unclaimed protein 

1 unclaimed protein 



1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 



1-34 



**RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
REFERENCE 1: 135:205920 



REFERENCE 



REFERENCE 



REFERENCE 



REFERENCE 



REFERENCE 



REFERENCE 



135:132445 



134:51920 



134:21425 



134:13338 



133:345167 



133:345166 



LI ANSWER 13 OF 13 REGISTRY COPYRIGHT 2003 ACS 
RN 130357-25-4 REGISTRY 

CN Exendin 3 (Heloderma horridum) (9CI) (CA INDEX NAME) 
OTHER NAMES: 

CN 11: PN: WO0041546 FIGURE: 1 claimed protein 
CN 1: PN: WO0066629 FIGURE: 1 unclaimed sequence 
CN 36: PN: WO0069911 PAGE: 69 claimed sequence 
CN Exendin-3 {Heloderma horridum) 

CN L-Serinamide, L-histidyl-L-seryl-L- . alpha . -aspartylglycyl-L-threonyl- 
L-phenylalanyl-L-threonyl-L-seryl-L- . alpha . -aspartyl-L-leucyl-L- 
seryl-L-lysyl-L-glutaminyl-L-methionyl-L- . alpha . -glutamyl-L- . alpha . - 
glutamyl-L- . alpha . -glutamyl-L-alanyl-L-valyl-L-arginyl-L-leucyl-L- 
phenylalanyl-L-isoleucyl-L- . alpha . -glutamyl-L-tryptophyl-L-leucyl-L- 
lysyl-L-asparaginylglycylglycyl-L-prolyl-L-seryl-L-serylglycyl-L- 
alanyl-L-prolyl-L-prolyl-L-prolyl- 

CI MAN 

SQL 39 
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1 HSDGTFTSDL SKQMEEEAVR LFIEWLKNGG PSSGAPPPS 



HITS AT: 1-34 
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REFERENCE 


3: 


134: 
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4 : 
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REFERENCE 


5: 


133: 


359242 


REFERENCE 


6: 


133 


135612 


REFERENCE 


7: 


133 


129880 


REFERENCE 


8 : 


128 


192936 


REFERENCE 


9: 


123 


:74913 


REFERENCE 


10: 


121 


:222490 
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TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:832649 HCAPLUS 
137:346934 

Methods for treating conditions associated with 
insulin resistance by administering a GLP-1 
compound 

Hoist, Jens Juul; Olsen, Mette Zander; Hathaway, 
David R. 

Restoragen, Inc., USA 

PCT Int. Appl., 60 pp. 

CODEN: PIXXD2 

Patent 

English 
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PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 
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WO 2002-US13088 
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Searcher 
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308-4994 



09/756690 



SN, TD, TG 

PRIORITY APPLN. INFO.: US 2001-285699P P 20010424 

AB The present invention relates to methods and compns . for treating 

insulin-assocd. conditions comprising administering a glucagon-like 
peptide-1 (GLP-1) compd. to subjects suffering therefrom. The 
insulin resistance-assocd . condition of the invention is type-2 
pre-diabetes, atherosclerotic cardiovascular disease, drug-induced 
insulin resistance, congestive heart failure, diminished exercise 
capacity of skeletal muscle, and left ventricular dysfunction with 
cardiac metabolic myopathy or diminished exercise capacity of 
skeletal muscle; with the proviso that said congestive heart failure 
is not assocd. with toxic hypervolemia. 
IT 474444-80-9 

RL: PRP (Properties) 

(unclaimed protein sequence; methods for treating conditions 
assocd. with insulin resistance by administering a GLP-1 compd.) 
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SOURCE: 
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2002 : 449715 HCAPLUS 
137:28591 

Preparation of GLP-1 fusion proteins for use in 

treating diabetes mellitus and other conditions 

Glaesner, Wolfgang; Micanovic, Radmilla; 

Tschang, Sheng-Hung Rainbow 

Eli Lilly and Company, USA 

PCT Int. Appl. , 200 pp. 

CODEN: PIXXD2 

Patent 

English 
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PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 
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AU 2002026897 
PRIORITY APPLN. INFO . 



A5 20020618 



20011129 
20001207 
20011129 



AU 2002-26897 
US 2000-251954P P 
WO 2001-US43165 W 
OTHER SOURCE (S): MARPAT 137:28591 

AB The present invention relates to glucagon-like peptide-1 compds . 
fused to proteins that have the effect of extending the in vivo 
half-life of the peptides. The heterologous fusion proteins of the 
invention comprise a GLP-1 compd. fused to human albumin, a human 
albumin analog or fragment, the Fc portion of an Ig, or an analog or 



Searcher 



Shears 308-4994 



09/756690 



IT 



fragment of the Fc portion of an Ig. These fusion proteins can be 

used to treat non-insulin dependent diabetes mellitus as well as a 

variety of other conditions. Pharmaceutical .formulations contg. the 

fusion proteins and polynucleotides encoding the proteins are also 

claimed. 

437134-20-8 

RL: PRP (Properties) 

(unclaimed protein sequence; prepn. of GLP-1 fusion proteins for 
use in treating diabetes mellitus and other conditions) 
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DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE : 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



IT 



HCAPLUS COPYRIGHT 2003 ACS 
2002:361520 HCAPLUS 
137 :88643 

Endoproteolysis by isolated membrane peptidases 
reveal metabolic stability of glucagon-like 
peptide-1 analogs, exendins-3 and -4 
Thum, A.; Hupe-Sodmann, K . ; Goke, R. ; Voigt, K. ; 
Goke, B.; McGregor, G. P. 

Institute of Physiology, Philipps-University, 
Marburg, D-35037, Germany 

Experimental and Clinical Endocrinology & 
Diabetes (2002), 110(3), 113-118 
CODEN: ECEDFQ; ISSN: 0947-7349 
Johann Ambrosius Barth 
Journal 
English 

These in vitro studies aimed to characterize the pattern and the 
kinetics of endoproteolysis of the insulinotropic hormone 
glucagon-like peptide-1 (GLP-1) and related peptides by native 
ectopeptidases . Peptides were incubated with isolated rat or pig 
kidney brush-border microvilli membranes, which are a rich source of 
the ectopeptidases that are responsible for the post-secretory 
metab. of peptide hormones. The proteolytic products were sepd. by 
reversed-phase HPLC column chromatog. and characterized by mol . mass 
and primary structure. The relative importance of specific 
peptidases was established by measuring the effects of specific 
peptidase inhibitors on the kinetics of proteolysis. 
Dipeptidyl-peptidase-IV was found to be rate-limiting in the 
endoproteolysis of GLP-1. GLP-1 homologs, exendins-3 and -4, 
exhibited exceptional stability in the presence of isolated kidney 
microvilli membranes. Our finding that exendin-4 is several orders 
of magnitude more stable than GLP-1 and Ser-8-GLP-l is esp. 
noteworthy given this peptide's widely reported insulinotropic 
potency. 

130357-25-4, Exendin 3 (Heloderma horridum) 

RL: BSU (Biological study, unclassified); PKT (Pharmacokinetics); 

BIOL (Biological study) 

(endoproteolysis by isolated membrane peptidases reveal metabolic 
stability of glucagon-like peptide-1 analogs and exendin-3 and 
-4) 
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cardiomyopathy with a GLP-1 peptide 

Ehlers, Mario 

Coolidge, Thomas R. , USA 

PCT Int. Appl. , 26 pp. 
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Patent 

English 
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AB Hibernating myocardium is characterized by viable myocardium with 
impaired function due to localized reduced perfusion. Hibernating 
myocytes retain cellular integrity, but cannot sustain high-energy 
requirements of contraction. High plasma levels of catecholamines, 
such as norepinephrine, are believed to be predictive of mortality 
from hibernating myocardium. Likewise, high levels of 
catecholamines lead to cardiomyopathy in patients with diabetes. 
GLP-1 reduces plasma norepinephrine levels, and it thus is useful in 
a method of treating hibernating myocardium or diabetic 
cardiomyopathy . 
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(unclaimed protein sequence; treatment of hibernating myocardium 
and diabetic cardiomyopathy with a GLP-1 peptide) 
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isotonic, such as D-mannitol. 
IT 130357-25-4, Exendin 3 (Heloderma horridum) 

RL: PEP (Physical, engineering or chemical process); PRP 
(Properties); THU (Therapeutic use); BIOL (Biological study); PROC 
(Process); USES (Uses) 

(peptide pharmaceutical formulations relating to parathormone, 
glucagon-like peptide-1, and growth hormone-releasing factor) 

L2 ANSWER 6 OF 20 HCAPLUS COPYRIGHT 2003 ACS 

2001: 650487 HCAPLUS 
135:205920 

Metabolic intervention with GLP-1 to improve the 
function of ischemic and reperfused tissue 
Coolidge, Thomas R. ; Ehlers, Mario R. W. 
BioNebraska, Inc., USA 
U.S. , 10 pp. 
CODEN : USXXAM 
Patent 
English 
3 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. KIND DATE 



APPLICATION NO. DATE 



US 6284725 
WO 2000066138 



Bl 
A2 
A3 



20010904 
20001109 



US 1999-302596 
WO 2000-US11251 



19990430 
20000427 



W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 








RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 



Searcher 



Shears 



308-4994 



09/756690 





DE, DK, 


ES, 




BJ, CF, 


CG, 


EP 


1173197 


A2 




R: AT, BE, 


CH, 




PT, IE, 


si, 


NZ 


514610 


A 


JP 


2002543142 


T2 


US 


2002055460 


Al 


US 


2002147131 


Al 


NO 


2001005294 


A 



20020123 



20020927 
20021217 
20020509 
20021010 
20011228 



EP 2000-926404 20000427 



PRIORITY APPLN . INFO. 



NZ 2000-514610 
JP 2000-615022 
US 2001-851738 
US 2001-953021 
NO 2001-5294 
US 1998-103498P 
US 1999-302596 
WO 2000-US11251 
US 2001-851738 



20000427 
20000427 
20010509 
20010911 
20011029 
19981008 
19990430 
20000427 



Al 20010509 



AB 



IT 



Individuals in need of treatment of ischemia-related reperfusion are 

treated, preferably i.v., with a compn. which includes a compd. 

which binds to a receptor for the glucagon-like peptide-1. The 

invention relates to both the method and compns . for such treatment. 

306277-48-5 

RL: PRP (Properties) 

(unclaimed protein sequence; metabolic intervention with GLP-1 to 
improve the function of ischemic and reperfused tissue) 



REFERENCE COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 



L2 



ANSWER 7 OF 20 HCAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE(S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:525943 HCAPLUS 
135:132445 

Use of exendins and agonists thereof for 
modulation of triglyceride levels and treatment 
of dyslipidemia 

Kolterman, Orville Gene; Young, Andrew A. 
Amylin Pharmaceuticals, Inc., USA 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

3 



161 pp. 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



:001051078 


Al 


20010719 




WO 2001-US719 




20010109 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 




GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 




LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 




PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 




UA, 


UG, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


RW: 


TM 
GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 




CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 




TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


246638 




Al 


20021009 




EP 2001-90097* 




20010109 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 




PT, 


IE, 


SI, 


LT, 


LV, 




RO, 


MK, 


CY, 


AL, 


TR 











Searcher 



Shears 308-4994 



09/756690 



US 2003036504 
PRIORITY APPLN. INFO 



AB 



IT 



Al 20030220 US 2001-756690 20010109 

US 2000-175365P P 20000110 
WO 2001-US719 W 20010109 
Methods for modulating the levels of plasma triglyceride ^ and other 
lipids in a subject comprise administration of an effective amt . of 
an exendin or exendin agonist, alone or in conjunction with other ^ 
compds. or compns . that lower blood triglyceride and/or other lipid 
levels . 
306277-48-5 
RL: PRP (Properties) 

(unclaimed protein sequence; use of exendins and agonists thereof 
for modulation of triglyceride levels and treatment of 
dyslipidemia) 



REFERENCE COUNT: 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN 
THE RE FORMAT 



L2 ANSWER 8 OF 20 HCAPLUS COPYRIGHT 2003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000: 900675 HCAPLUS 
134:51920 

GLP-1 as a diagnostic test to determine 
.beta. -cell function and the presence of 
impaired glucose tolerance (IGT) and type-II 
diabetes 

Hoist, J. J.; Vilsboll, Tina 

Bionebraska, Inc., USA 

PCT Int. Appl. , 4 2 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


2000077039 


A2 


20001221 




WO 2000-US16428 


20000614 




wo 


2000077039 


A3 


20010329 






















W: AE, 


AL, 


AM, AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 




CU, 


CZ, 


DE, DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 




ID, 


IL, 


IN, IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 




LU, 


LV, 


MA, MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 




SD, 


SE, 


SG, SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 




YU, 


ZA, 


ZW, AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 










RW: GH, 


GM, 


KE, LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 




CY, 


DE, 


DK, ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 




BF, 


BJ, 


CF, CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


us 


6344180 


Bl 


20020205 




US 1999-333415 


19990615 




EP 


1185308 




A2 


20020313 




EP 2000-93988 


1 


20000614 






R: AT, 


BE, 


CH, DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 




PT, 


IE, 


SI, LT, 


LV, 


FI, 


RO 


















PRIORITY APPLN. 


INFO 










US 1999- 


333415 


A 


19990615 


















WO 2000- 


US16428 


W 


20000614 





AB Since glucagon-like peptide-1 (GLP-1) is the most potent 

insulinotropic hormone known and has been shown to stimulate insulin 
secretion strongly in patients with type II diabetes, this invention 
uses GLP-1 or its biol . active analogs in .beta. -cell stimulatory 
tests in order to test .beta. -cell function in a simple way. ^ The 
test provides information about insulin secretory capacity, is easy 



Searcher 



Shears 



308-4994 



09/756690 



and reproducible and has insignificant side effects. 
IT 306277-48-5 

RL: PRP (Properties) 

(unclaimed protein sequence; gLP-1 as a diagnostic test to det . 
.beta. -cell function and the presence of impaired glucose 
tolerance (IGT) and type-II diabetes) 

L2 ANSWER 9 OF 20 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000: 861704 HCAPLUS 
134 : 37033 

Use of exendins and agonists thereof for the 
treatment of gestational diabetes mellitus 
Hiles, Richard; Prickett, Kathryn S. 
Amylin Pharmaceuticals, Inc., USA 
PCT Int. Appl. , 133 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 


2000073331 


A2 




20001207 




WC 


i 2000-US14231 


20000523 




wo 


2000073331 


A3 




20010628 






















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 






CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 






HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 






PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 






UG, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 




RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 






CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 






BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


US 


6506724 




Bl 


20030114 




US 


; 1999-323867 


19990601 




EP 


1181043 




A2 


20020227 




EP 2000-937710 


20000523 






R: 


AT, 
PT, 


BE, 
IE, 


CH, 
SI, 


DE, 
LT, 


DK, 
LV, 


ES, 
FI, 


FR, 
RO 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 



JP 2003501361 
PRIORITY APPLN. INFO 



AB 



T2 20030114 JP 2001-500655 20000523 

US 1999-323867 A 19990601 
WO 2000-US14231 W 20000523 
Methods for treating gestational diabetes which comprise 
administration of an effective amt . of an exendin or an exendin 
agonist, alone or in conjunction with other compds . or compns . that 
lower blood glucose levels. 
IT 130357-25-4, Exendin 3 (Heloderma horridum) 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(use of exendins and agonists thereof for treatment of 
gestational diabetes mellitus in relation to combination with 
insulin or amylin agonist) 



L2 ANSWER 10 OF 20 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



HCAPLUS COPYRIGHT 2003 ACS 
2000:824301 HCAPLUS 
134:13338 

Long lasting insulinotropic peptides 
Bridon, Dominique P.; L 1 Archeveque, Benoit; 



Searcher 



Shears 



308-4994 



09/756690 

Ezrin, Alan M. ; Holmes, Darren L.; Leblanc, 

Anouk; St. Pierre, Serge 
PATENT ASSIGNEE (S) : Conjuchem, Inc., Can. 

SOURCE: PCT Int. Appl . , 96 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 3 
PATENT INFORMATION: 



PATENT NO. KIND DATE APPLICATION NO. DATE 



WO 


2000069911 


Al 


20001123 




WO 2000-US13563 


20000517 






W: 


AE, 


AL, 


AM, AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 






CU, 


CZ, 


DE, DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 






ID, 


IL, 


IN, IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 






LU, 


LV, 


MA, MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 






SD, 


SE, 


SG, SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 






VN, 


YU, 


ZA, ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 








RW: 


GH, 


GM, 


KE, LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 






DE, 


DK, 


ES, FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 






BJ, 


CF, 


CG, CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




wo 


2000070665 


A2 


20001123 




WO 2000-IB763 




20000517 




wo 


2000070665 


A3 


20010419 






















W: 


AE, 


AL, 


AM, AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 






CU, 


CZ, 


DE, DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 






ID, 


IL, 


IN, IS, 


JP/ 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 






LU, 


LV, 


MA, MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 






SD, 


SE, 


SG, SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 






VN, 


YU, 


ZA, ZW 


























RW: 


GH, 


GM, 


KE, LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AM, 


AZ, 


BY, 


KG, 






KZ, 


MD, 


RU, TJ, 


TM, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 






GR, 


IE, 


IT, LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 






GN, 


GW, 


ML, MR, 


NE, 


SN, 


TD, 


TG 
















EP 


1171582 


A2 


20020116 




EP 2000-92974? 


3 


20000517 






R: 


AT, 
PT, 


BE, 
IE, 


CH, DE, 
SI, LT, 


DK, 
LV, 


ES, 
FI, 


FR, 
RO 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


EP 


1180121 




Al 


20020220 




EP 2000-930796 


20000517 






R: 


AT, 
PT, 


BE, 
IE, 


CH, DE, 
SI, LT, 


DK, 
LV, 


ES, 
FI, 


FR, 
RO 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 


BR 


2000010750 


A 


20020226 




BR 2000-10750 




20000517 




AU 


754770 




B2 


20021121 




AU 2000-4 


8555 




20000517 




EP 


1264: 


840 




Al 


20021211 




EP 2002-14617 




20000517 






R: 


AT, 


BE, 


CH, DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, 






PT, 


IE, 


SI, LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL 












JP 


2003500341 


T2 


20030107 




JP 2000-619011 


3 


20000517 




US 


6329336 




Bl 


20011211 




US 2000-623618 


20000905 




US 


6514500 




Bl 


20030204 




US 2000-657332 


20000907 




us 


2002049153 


Al 


20020425 




US 2001-8 


7638! 


3 


20010606 




NO 


20010055 


84 


A 


20020103 




NO 2001-5584 




20011115 





PRIORITY APPLN. INFO.: US 1999-134406P P 19990517 

US 1999-159783P P 19991015 

US 1999-153406P P 19990910 

EP 2000-932570 A3 20000517 

WO 2000-IB763 W 20000517 

WO 2000-US13563 W 20000517 

US 2000-623618 A3 20000905 

AB Modified insulinotropic peptides are disclosed. The modified 



Searcher : Shears 308-4994 



09/756690 



insulinotropic peptides are capable of forming a peptidase 
stabilized insulinotropic peptide. The modified insulinotropic 
peptides are capable of forming covalent bonds with one or more 
blood components to form a conjugate. The conjugates may be formed 
in vivo or ex vivo. The modified peptides are administered to treat 
humans with diabetes and other related diseases. 
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AB A method for protecting a peptide from peptidase activity in vivo, 
the peptide being composed of between 2 and 50 amino acids and 
having a C-terminus and an N-terminus and a C-terminus amino acid 
and an N-terminus amino acid is described. In the first step of the 
method, the peptide is modified by attaching a reactive group to the 
C-terminus amino acid, to the N-terminus amino acid, or to an amino 
acid located between the N-terminus and the C-terminus, such that 
the modified peptide is capable of forming a covalent bond in vivo 
with a reactive functionality on a blood component. The solid phase 
peptide synthesis of a no. of derivs. with 3-maleimidopropionic acid 
(3-MPA) is described. In the next step, a covalent bond is formed 
between the reactive group and a reactive functionality on a blood 
component to form a peptide-blood component conjugate, thereby 
protecting said peptide from peptidase activity. The final step of 
the method involves the analyzing of the stability of the 
peptide-blood component conjugate to assess the protection of the 
peptide from peptidase activity. Thus, the percentage of a K5 
kringle peptide ( Pro-Arg-Lys-Leu-Tyr-Asp-Lys-NH2 ) conjugated to 
human serum albumin via MPA remained relatively const, through a 
24-h plasma assay in contrast to unmodified K5 which decreased to 9% 
of the original amt . of K5 in only 4 h in plasma. 
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activity through conjugation to blood components) 
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AB Novel modified exendins and exendin agonists having an exendin or 

exendin agonist linked to one or more polyethylene glycol polymers, 
for example, and related formulations and dosages and methods of 
administration thereof are provided. These modified exendins and 
exendin agonists, compns . and methods are useful in treating 
diabetes and conditions that would be benefited by lowering plasma 
glucose or delaying and/or slowing gastric emptying or inhibiting 
food intake. 
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example, for lowering glucagon levels and/or suppressing glucagon 
secretion in a subject. These methods are useful in treating 
hyperglucagonemia and other conditions that would be benefited by 
lowering plasma glucagon or suppressing glucagon secretion. 
IT 130357-25-4P, Exendin 3 (Heloderma horridum) 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(exendin or related substance for glucagon suppression) 
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2000:493315 HCAPLUS 
133: 135612 

Novel exendin agonist formulations and methods 
of administration thereof 

Young, Andrew; L' It alien, James J.; Kolterman, 
Orville 

Amylin Pharmaceuticals, Inc., USA 

PCT Int. Appl., 281 pp. 

CODEN: PIXXD2 

Patent 

English 

3 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2000041546 
W: 



WO 2000-US902 



200 



A2 20000720 

AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH 

CU, CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE, GH, GM 

ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR 

LU, LV, MA, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT 

SD, SE, SG, SI, SK, SL, TJ, TM, TR, TT, TZ, UA, UG 

VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

RW: GH, GM, KE, LS, MW, SD, SL, SZ, TZ, UG, ZW, AT, BE 

DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT 

BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD 
CA 2356706 AA 20000720 
EP 1140145 A2 20011010 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL 

PT, IE, SI, LT, LV, FI, RO 
A 20011120 



CA 2000-2356706 
EP 2000-914425 



200 
200 



BR 2000007820 
JP 2002534450 
NO 2001003468 
PRIORITY APPLN. INFO 



BR 2000-7820 200 

T2 20021015 JP 2000-593167 200 

A 20010914 NO 2001-3468 200 

US 1999-116380P P 199 

US 2000-175365P P 200 

WO 2000-US902 W 200 



AB Novel exendin and exendin agonist compd. formulations and 
and methods of administration thereof are provided. These 
and methods are useful in treating diabetes and conditions 
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would be benefited by lowering plasma glucose or delaying and/or 
slowing gastric emptying or inhibiting food intake. 
IT 130357-25-4P, Exendin-3 (Heloderma horridum) 

RL: BAC (Biological activity or effector, except adverse); BOC 
(Biological occurrence) ; BSU (Biological study, unclassified) ; PNU 
(Preparation, unclassified); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); OCCU (Occurrence); PREP 
(Preparation); USES (Uses) 

(amino acid sequence; novel exendin agonist formulations and 
methods of administration thereof as antidiabetic agents and 
appetite suppressants ) 
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Preparation of exendin peptide analogs as 
agonists for regulating gastrointestinal 
motility 

Young, Andrew A. ; Gedulin, Bronislava; Beeley, 
Nigel Robert Arnold; Prickett, Kathryn S. 
Amylin Pharmaceuticals, Inc., USA; Young, Andrew 
A.; Gedulin, Bronislava; Beeley, Nigel Robert 
Arnold; Prickett, Kathryn S. 
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PATENT NO. 
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OTHER SOURCE (S) : 
AB 



MARPAT 128:192936 
Methods for reducing gastric motility and delaying gastric emptying 
for therapeutic and diagnostic purposes are disclosed which comprise 
administration of an effective amt . of an exendin or an exendin 
agonist H-Xaal-Xaa2-Xaa3-Gly-Thr-Xaa4-Xaa5-Xaa6-Xaa7-Xaa8-Ser-Lys- 
Gln-Xaa9-Glu-Glu-Glu-Ala-Val-Arg-Leu-Xaal0-Xaall-Xaal2-Xaal3-Leu-Lys- 
Asn-Gly-Gly-Xaal4-Ser-Ser-Gly-Ala-Xaal5-Xaal6-Xaal7-Xaal8-Z [Xaal = 
His, Arg, Tyr; Xaa2 = Ser, Gly, Ala, Thr; Xaa3, Xaa7, Xaal2 = 
independently Asp, Glu; Xaa4, XaalO = independently Phe, Tyr, 
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naphthylalanine; Xaa5, Xaa6 - independently Thr, Ser; Xaa8, Xaa9 = 
■ independently Leu, He, Val, pentylglycine, Met; Xaall = any group 
Xaa8, tert-butylglycine; Xaal3 = any group Xaa4, Trp; Xaal4-Xaal7 = 
independently Pro, homoproline, 3-Hyp, 4-Hyp, thioproline, 
N-alkylglycine, N-alkylpentylglycine , N-alkylalanine; Xaal8 = Ser, 
Thr, Tyr; Z = OH, NH2; with the proviso that the compd. does not 
have the formula of exendin-3 or exendin-4] or a pharmaceutically 
acceptable salt thereof. Methods for treating conditions assocd. 
with elevated, inappropriate, or undesired post-prandial blood 
glucose levels are disclosed which comprise administration of an 
effective amt . of an exendin or an exendin agonist alone or in 
conjunction with other anti-gastric emptying agents. Thus, 
exendin-4 acid and [Leul4 , Phe25] -exendin-4 , prepd. by std. 
solid-phase methods on a 4- (2 , 4-dimethoxyphenyl ) -Fmoc- 
aminomethylphenoxyacetamide norleucine-MBHA resin using 
9-f luorenylmethoxycarbonyl (Fmoc) -protected amino acids, inhibited 
gastric emptying in male HSD rats with EC50 =0.12 and 0.29 .mu.g. 
Exendin-4 showed EC50 =0.27 .mu.g under the same conditions. 
IT 130357-25-4P, Exendin-3 (Heloderma horridum) 

RL: BAC (Biological activity or effector, except adverse); BSU 
(Biological study, unclassified); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of exendin peptide analogs as agonists for regulating 
gastrointestinal motility) 
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1995: 675100 HCAPLUS 
123:74913 

Exendin-3 and exendin-4 polypeptides, and 
pharmaceutical compositions comprising them 
Eng, John 
USA 

U.S. , 17 pp. 

CODEN : USXXAM 

Patent 

English 

1 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 5424286 A 19950613 US 1993-66480 19930524 

PRIORITY APPLN. INFO.: US 1993-66480 19930524 

AB This invention encompasses pharmaceutical compns . contg. exendin-3 
or exendin-4, fragments thereof, or any combination thereof, and 
methods for the treatment of diabetes mellitus and the prevention of 
hyperglycemia . 
IT 130357-25-4, Exendin 3 (Heloderma horridum) 
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(exendin-3 and exendin-4 polypeptides, and pharmaceutical compns. 
comprising them) 
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121:222490 

Use of 1251- [Y39] exendin-4 to characterize 
exendin receptors on dispersed pancreatic acini 
and gastric chief cells from guinea pig 
Singh, Gurcharn; Eng, John; Raufman, Jean-Pierre 
Gastrointestinal Cell Biology Laboratory, State 
University of New York-Health Science Center at 
Brooklyn, 450 Clarkson Avenue-Box 1196, 
Brooklyn, NY, 11203-2098, USA 
Regulatory Peptides (1994), 53(1), 47-59 
CODEN: REPPDY; ISSN: 0167-0115 
Journal 
English 

We synthesized and iodinated an exendin-4 analog, [Y39] exendin-4 
(700 Ci/mmol), for use as a radioligand to characterize exendin 
receptors on dispersed pancreatic acini and gastric chief cells from 
guinea pig. Binding of this bioactive radioligand was rapid, 
temp . -dependent and specific (not inhibited by other pancreatic or 
gastric secretagogues) . Measurement of the ability of exendin-4 to 
inhibit the binding of 1251- [Y39] exendin-4 indicated the presence of 
two classes of receptors. Pancreatic acini had 12.5 .times. 1010 
binding sites/mg acinar protein of which 6% were high affinity (Kd = 
0.5 nM) and 94% were low affinity (Kd = 0.1 .mu.M) . Chief cells had 
3370 binding sites/cell of which 9% were high affinity (Kd = 0.3 nM) 
and 91% were low affinity (Kd - 0.2 .mu.M). Washing with 0.2 M 
acetic acid (pH 2.5), 0.2 M glycine (pH 10.5), or trypsin (100 
.mu.g/mL) after 30 min incubation at 37. degree., indicated that 63 
and 49% of radioligand was internalized in acini and chief cells, 
resp. Truncated glucagon-like peptide-1 (tGLP-1), a mammalian 
peptide sharing 53% homol . with exendin-4, inhibited radioligand 
binding at the same concns . that altered secretion from acini and 
chief cells. Glucagon, GLP-1 and GLP-2 inhibited 
1251- [Y39] exendin-4 binding only at concns. .gtoreq.100 nM. 
Exendin(9-39)NH2, a specific exendin-receptor antagonist, potently 
inhibited 1251- [Y39] exendin-4 binding (IC50 =6.1 and 3.5 nM in 
acini and chief cells, resp.). In pancreatic acini and gastric 
chief cells from guinea pig, exendin-3, exendin-4 and tGLP-1 
increase cellular cAMP and modulate enzyme secretion by interacting 
with high-affinity exendin receptors. 1251- [Y39] exendin-4 is a 
useful radioligand for studying exendin receptors. 
130357-25-4, Exendin 3 (Heloderma horridum) 

RL: BAC (Biological activity or effector, except adverse) ; BSU 
(Biological study, unclassified) ; BIOL (Biological study) 

(cAMP formation and enzyme secretion by pancreas acinus and 

stomach chief cells response to) 
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Purification and structure of exendin-3, a new 
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Singh, Latika; Raufman, Jean Pierre 
Solomon A. Berson Res. Lab., Veterans Aff. Med. 
Cent., Bronx, NY, 10468, USA 
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SOURCE: Journal of Biological Chemistry (1990), 265(33), 

20259-62 

CODEN: JBCHA3; ISSN: 0021-9258 
DOCUMENT TYPE: Journal 
LANGUAGE : English 

AB An assay for Hisl peptides performed by amino-terminal amino acid 

sequencing was used to screen venom from the Gila monster lizard, H. 
horridum. Two Hisl peptides were identified: helospectin and a new 
Hisl peptide that has been named exendin-3 to indicate that it is 
the third peptide to be found in an exocrine secretion of Heloderma 
lizards which has endocrine activity, the first two being 
helospectin (exendin-1) and helodermin (exendin-2) . In the lot of 
H. horridum venom tested, exendin-3 was 5-10-fold more abundant in 
molar concn. than helospectin. The structure of exendin-3 was 
analyzed by amino acid sequencing and mass spectrometry. Exendin-3 
is a 39-amino acid peptide with a mass of 4200. It contains a 
carboxyl-terminal amide and has a strong homol. with secretin at its 
amino-terminal 12 amino acids. The complete structure of exendin-3 
is : His-Ser-Asp-Gly-Thr-Phe-Thr-Ser-Asp-Leu-Ser-Lys-Gln-Met-Glu-Glu- 
Glu-Ala-Val-Arg-Leu-Phe-Ile-Glu-Trp-Leu-Lys-Asn-Gly-Gly-Pro-Ser-Ser- 
Gly-Ala-Pro-Pro-Pro-Ser . It is 32 and 26% homologous with 
helospectin and helodermin, resp. It has greatest homol. with 
glucagon (48%) and human glucagon-like peptide-1 (50%) . Exendin-3 
(3 .mu.M) stimulated increases in cellular cAMP and amylase release 
from dispersed guinea pig pancreatic acini. 

IT 130357-25-4, Exendin 3 (Heloderma horridum) 
RL: PRP (Properties) 

(amino acid sequence of) 
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